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(57) Abstract: Novel amide derivatives characterized in that, in an N-({[4-(substituted thiazol-4-yl)phenyl]car- 
*Tj bamoyl}methyl)amide derivative, the N atom of the amide group is directly substituted by an aromatic ring group (an aryl or a 
^ heteroaryl group). Because of having an excellent anti-herpesvirus activity, these amide derivatives are useful as medicines and 
^ antiviral agents, in particular, preventives or remedies for various diseases from infection with viruses belonging to Herpesviridae, 
^ i.e., herpesvirus infections such as varicella (chicken pox) from infection with varicella-zoster virus, herpes zoster from recurrent 
^ infection with latent varicella-zoster virus, herpes labialis and herpes encephalitis from HSV-1 infection and herpes genitalis from 
ID HSV-2 infection. 
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m m m 
75 k m m 

Hits ^^M^O^OUTs (varicella zoster virus ; VZV) I*. 7&ts 

Ls^^U^X^>r;UX-1 M&tf-2S (herpes simplex virus typel &tf-2;HSV-1 
SIX HSV-2) fi^ti-eh,P#'W*x. teH^^x^w^^^^li-^z-rc,!:^ 
*n£>*iW€>o *fcifi^ 1M MtfP'MJUX (cytomegalovirus;CMVh EB •MJU 
X (Epstein-Barr virus; EBV) N t H'MU'^X'W 6,7.8 (human herpesvirus 6. 7. 

VZV^HSV0ft/MUKxr^ ;l , x g£ Lr% 7i/>?pt*;U (ACVK *<Z>^ 
P R^y^T-fc'S^v^PlfJU (VCV) R^7>v^abb (FCV) ttifomk 

*> h'WA^i^x-) >f DNAtH'J > 7— &\z &h*J4)\,*>fJ A4)|fctt*(:R 

Sffla*<»!#*3h.rt^a>3^a«-e*«o £b«i£&<z>g£«a±© dna tK»j* 
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frmSZtlTZtzo mXlt. W097/24343 ^mizlt. HSV * — tf-^^'f T- 
4fH^^ft^iiPfiJ-r^C<i:lc<kyti ! iHSV-1 ,m&tfftCMVS14£rr<S>> T5fc(G) 

vzv £tticoi*Ti*j|ftwicifl«j&«fci,* 8 



»;i/+;u), (Het)-(M7;i/*;u)H> R 5 ii, 7x=.;u*;u*^;k i-x(*2--^7^;u 
(Het)-x;U/-N-;u, (^tt^^L < limits i-;u)-Y-(CH 2 )nC(0), 

(Het)-(CH 2 )nC(0)H, YliOXliS, nl*0,1,2 o ttfllliStt&ttM.) 
WO00/29399 -St&$BIC % tit HSV-1 ^Mtfta CMV Stt***" &Tit<H)-e*S*l3 



R 1 f*NH 2 , R 2 (*H> R 3 I*H. R 4 l*CH 2 Ph, CH 2 -(4-tf"J i»l>). CH 2 -S/7P 

^*is)i>ms R 5 (is co-(a&7x^;uh co-^smsixiiffi&^xnjg) Ho |$ 

*fcSifi. : &afl)^;u^X^'r ( ;UX^ > P7 1 7-4fa)PlS^i(Waxman Lloyd etal, 2000, 
Antiviral Chemistry and Chemotherapy, 11, 1-22) ^ HSV <DZr?'C?—12Vm?®X°& 




(G) 




(H) 
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6 N-(*^f-;i/7i-;b)/<>X7 5 FmmW (WO00/58270 ©fg£j5<fc<So 

*»W#tftt % la^K^JKilS^^^^X (fit VZV) #ffl^^f-r^^^|co#iiS 

££HttiU ftdftWaWSfrofr (WO2002/38554-^$g#B&) o WZ % fit VZV ftj 

*rSfc£*#* MSOliPtt^rzfe^Tt A»3&:fit^-f iuxgtt$*L. BgSMfc^ 
ffl &JR*| i «C y C 4: * *a L T *38 W L fc * © T? * * . 
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(No.1)N-({[4-(2-7 5 / =f-T */-)\,-4-<{ ;up x^;U]*;U/\^<;U}^ ^;u)-N-^> V*[b] 
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f t7i >-5-^;i,f h7 t>0-2H-f ttf 7>-4-A;i^f+t5 K 1,1-$?*-*$/ KX 

(No.2)N-({[4-(2-T 5 / ?T */-)\,-4-<< ;up ji=L)\,]±)\,t^ J)],}* ?)l)-H-{2,6-*J* 
^^i-^f K^fc KP-2H-^7|-t 0 7>-4-*;U7t?^-9-5 K KXI*-?- 

(No.3)N-({[4-(2-7 5 J fTV-iM-^ JUp x -)\,\h -f ;U}^ ^;U)-N-(4-? P 
-2-^f;i,7x-;i,)fh7t KP-2H-^?|-t 0 7>-4-*>lU7|-C4-y-5 K 1,1-^;J-*:> KX 

(No.6)N-({[4-(2-7 5 / ^7 V*-;U-4->f ;Up n-JVtyfr/^J )\,}* T/l,)-N-(2,4-i>* 

(No.8)N-({[4-(2-y 5 y fry-JM-'f jup i=.;u]*;u/<^E-r ^;u)-n-(3-> 

(No.9)N-({[4-(2-T 5 J ?T V-fr-A-J 4 ^;U)-N-(2,4,6- K 

»jy^;u7x^;u)^ K5t Kp-2H-^* e^^-rtJU/l^if-s K 1,1-$?**$/ kx 

(No. 1 1 ) h z> > X -N-({[4-(2- 75/f7 l /-;i/-4-'fil/)7iz;i,]i)jl / A , i'fil,}^f 
(No.13)N-({[4-(2-T 5 J ^TV~JU-4--< )U) Z> i ;U/^E 4 ;U}j* ? )U)-H-(2-<7 P 

□-6-y^;u^x^u)^ h7t Kp-2H-^^-t°7>-4-*;b7K^r+i-5 K 1,1-vtMpv K 

(No.14)N-({[4-(2-7 S/f7 y*-;U-4-^ ;u) 7iz/^ -< ;U} * ^;U)-4-*> T J 

-N-(4-y h+i/^x^^^p/s^-b-^^^Tlf^-y-TS KX(*-e©^o 

*mm, BOit7mm. mm. mm, v^mmommk. xm, mm, ztutzt^m, 
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*sa.*?n % 7n>it ?L8L «J>=f|t m^m. 5 

x>» % /£>7JMx>g£, x£>*,Mo^ 7X/^^1. SOb* 5 
Hi^: ©»# lott* A«*if o 

t^Tfi^Sti*. #SgSJJ©:7n K77?£flMt-f **& Itli, Prog. Med. 
5:2157-2161(1985)fcffi«**l-CL^*^>JHJII»lS 1990 *f!l rgMftMftj f£7# 
163-198 KIEiteft-Cl^&jb^lf t>ti%> 0 

fcfc, ttTOttfcfrjSlcfe^T, , S1IB*©8»cj:-3-CI*, 3HEtHtlWd^L 

*s *^#*->;u»»**ff«Ct36«-e*, *ftf><7)ftgg±: Lrtt«jt(i, Protective 
Groups in Organic Synthesis B 3 JI5 (T. W. Greenfc «fe tfP. G M. Wuts^, JOHN 
WILLY & SONS, mCMfi) l=E*(D«tt££tS If C*i&^fiJ6*W= 
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*3&Wflsfc* (I) l**;u»K>IM:*ft (III) tf7yj;i/7xr;Hift (ii) £ 

fb*tt (III) $£jS1£8tiStt« fljltfll/\py>fl:* (l^n'J K») XltfMMctti:: 
fc&Lfcfts f7 , / l JJ^i-W^ (II) lcJ5fS$-frSCtlc<feyffdCt^# 

XI*. HJx^;U7 5> (TEA), v-(V^Pt>ifJl/75X If U $»$«>*r«tt 

-3- (3-?>^^7sy ?ntf;u) *;utH^5K (wso % 1, r -*;u?|?= 

JUtfX- 1 5^7—;U (CDI) $s) 0)#ST(CJSP5:^-H:^Zt[C«J;oTfT9-<t 

^fcRgu i-tKn^y;h'J7v*-;i, (HOBt) Ha>»»j$in^T 

1. 4- $5^-^-9- >^0>x— t-;WR»HL ^nn^^>, ^od^A^ap^ 
1bft<b7k»$&*K« N, N-i?/f;^l/A75K (DMF). N, N-$?**JU7-fe h 
7 5 K*<D7 5 tf'J i?:/«<Dttgtt»*K«*<$lf 6*t*. »J*l*«*Hbfc*B 
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(S+s halli/\py>^-r 0 J*ITP4£ 0 ) 

-»SC (IV) -ZTjkZtiZai-jsaV^it'r hy%ib£Vn (V) £0)JHbJ5lS 

fljTLfi. Tetrahedron Lett., 9, 24, 1959, &tA The Chemistry of Heterocyclic 
Compounds Thiazole and its Derivatives 1, 2" (J.V.Metzger H : John Eiley &. Sons 
tt) lclBK<D*3**jj[ffl1?#-S 0 

*?£L<f*s W»ft^«fCft«flf-/\py>fl:^h> (IV) £ft«Kif>fc*lMft8*K$ 
mvfl=fls£& (V) t^»T»2lPj»TfiJ6*-&<BCt»cJ:yff3c:t*<T?*-5, & 

**l*^#-efc*. Sf&<DBg> (K»*U^A, aiH-h'J^A, TEA H) $S 

*pf a - 1 (= J: y s«*<n»i=iifT-r * - 1 q 



*«ai±, (vi) t?^$tiST5>lb^i:*;u7K>^L<i*x;U7t-x>^b 

^ (vii) i: £7 5 KtesfSictrr ctic^y *iewfl:^«(i)*<»5*as-eft«. t 

5 K<bl**-»StH«KLTff5ci:35^#*. 
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its® (id ®m& 




fb^ (X) (DN-T)^Mtlt. JSUfu\tT)^Mt^ (XI) £ElvC. 
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mz.it. ntho) rmsat^imi H4j&(&#) 2om P 279~3mmo)yj&iz&i>j?T 
mm. miLttmmm-m&nTs. ^itizm^h^mmmmn z>h%o mit. mm 

± 'J ^A s 7K^b^f- h g ^A^miti- h g ^^©^©^fcTfrd ct«Ll\ 

^;u^p;uxx-r;KDii^(i7K*llffl^T/O^^A-Km (Pd-C) VMTit&ZtIz 
«fcyfr5£i:A*T*§?3. JKfSli, H&I3 Protective Groups in Organic Synthesis ^3 fig 
lB«©;fc;£ (cm £ r n o C i: £ 6 „ 

a?-/\P^Mb^ h>lb^3(IV)f;iU T^MtSWl (XV) ^^iCcfcy/NP^Mb-r 

£Mbfl(H)« aomWiWAs HJMb^S^UMJ^jUT^-^A, =a 
hg/^i/*>g^pg h\ hu^^vu/i/^ps h\ s.s-v^p^/^ue^- 
tt/ftift*©lft1£g& «ra©T;i/3-;HR*tt, x-x;u£&&££tf£ 
7 5 ><b£^(vi)£#3fcto©«tlii. ftHU6©«ai=J6i:rm«ft$ffl^r* 

Jfe^tb-So 0fl*.l£. WIE Protective Groups in Organic Synthesis f&3Ji£ s 503~572 
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mtcm^&ztiz&y -xom&woftzui&t § z t & x t * . 
*»wft^%i*fi»<E4s vzv *r lt «& y * mmmiz^j^xo^^xmrn 

#fg0JHb£«, m(D^J^7,^JlX (HSV-1. HSV-2 9) 0>«S«l$IS 

feZ^mtzztfrib. HSV-1 ^(c#3p#^u^x^;u^xm> HSV-2 ^ 
(c# -5 lts^;u^^^o)#M^;u^x ^ -r /uxjiikii (D^nfrg l < it%mz trnmx 

*nmt&faommwm\t&LT<Dmmumiz&^xm&2titco 

^(*, Shigeta S. The Journal of Infectious Diseases, 147, 3, 576-584, (1983)IBK 

oxmzQt^xmMLtzo mmizit. 10,000 mo hef mftimm^^m^x m 

-i?i/b • 5^P^-f^- ■ Zflr- hicSt, 37°C. 5%C0 2 T1?4 BW\. monolayer t 
i&ttXtSmWzo W&*m$&i&X%tft'&\Z s 20~30pfu/100//L tt£Z>& ?izm 
fti£i&XifcmLtz VZV (CaQu W) £ 100// nDl? OjtSLfco 
2000rpm 20 3f H 1M;UT*51/i>& N 37°C, 5%C0 2 TX 3 ftm&S U VZV 

fco ft«FJfi*ioo/iL/^i;u-C3iii^ife % *EftmT!$&$;h,fc&£i&asroK& 

mfflWv\-%&' , ?*MzmnLtco «^ 37°C. 5%C0 2 T-e3~4BF H E |i£§L/c& 

fc. 10%*/^ «; >/pbs * 100// L/^x/uja*. 2-3 i*W«Bfl&$@3£L>=. H3£ 
;^<bigS±?i^rr^b- H^7X^feLfc^,lfefe^ (0.025% £ VZ9A,/U*lsv 
h) * 50//L/^x/U-ro^aL, 2~33fBlffefe&. 7K&£*T^ 37°CT*?b-h£ 
ft****:. VZV rcjgsfe Lfc HEF «MBS5E^«gC U monolayer <D HEF SjiflSi*. 
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it LX % Affix VZV l=*N-*R>M JUXGmtt LXWzo 
S2 





EC50 




ECgo 1 




EC50 




0.025 


HSS0IJ2 


0.035 


mi 3 


0.016 


SIM 4 


0.026 


HJfeffll 5 


0.054 


HifefliJ 6 


0.030 


mmm7 


0.079 


I1IH8 


0.020 




0.035 


mum 10 


0.040 


11 


0.031 


IM 12 


0.050 


Uttftl 13 


0.025 


mmm 14 


0.14 






ACV 


4.3 


Jt8Hb£* a 


3.0 




1.1 



ACV: Tv^P tf;U 

ib^ib^^i aMb: W097/24343 1 0)JL > h »J -No.29 St/ 34 (Dib^l 

H 



(it«fc£«8a) 



(tt«fc£*Bb) 



2 s-^ 



M^2 HSV-1 J^H^T^X^E-t^ (in vivo M^) 

H.Machida £><Dl5fe (Antiviral Res. 1992 17 133-143) IzmCtz HSV-1 
^^TfrZm^T^mUtisma) invivoftffl£iiifjLf;:„HR-1 
£ltff7£ttftlsl&ilLfc«Mft£« (HSV-1 WT-51 ft 1.5 x 10 4 PFU) £ 

»TL»a*1*-5Ztt«»:y HSV-1 £«Jfe3l*-fc. Slftfl 2. 6. 9. 13 X(* 14 0Mb 
^(fflSrlOmg/kgh^L < ttftttftTI fl)jb^^(ffl*:12.5mg/kg £ L < I* 12.5mg/kg 
<Dffl*) ^tl^h 20%CremophorEL(^" A^'ffX^ )/20%tH 'J X b X? 'J 

=i-;KPEG)400/60%H 2 O^t LT. 1 0 2 @ 5 BRL ^Pg# Lfco HSV-1 ^ 

i=j;5fi[*««a)Stt*7aiigtx3T<bL2i ammm-thtmz. -zoxo&fr 
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±mtfmm$tis i Bmzitw-^m^^7^6^mx, to^wamiti obhitx 

tX37 l*MM * s 2 &m*. % t O (*ft o tz 0 , B ifcCDSfi^Igtf) t) *U 
MUira +<D5Bt«l fifE^£ *ift o fco 

9, 13XI*14 0Mb£!$l (ffl*:10mg/kg) €^-b*t*tH«l=lt» 
Lfco »¥^Aa7^P, AUC fit^gtB U 

tei±<Day, in vivo m^TMzts^xmn^tshtz^mit^mt. mmmo) 
^p&^fc^Tiuffftffi^u^x^ 

*mi*s imkvm^zt* mmz&mmx&wm'5<<)\'*%®.%m?$>ztfrt>s 
j:y^i4o)E^tn;^u^x^^;ux^jtfty ozzttmnztitzo ftfc\ *&mt 

mztixi^jsmiz&ixmmrzzktfxzzo ®mtmk •h?*)^ is 

H'So c©«fc5ftllTO/?etlls:*5^-Cfi, -oXI±*;fcia±a>Ste1J!Rj&<, '>ft< <!:*, 
— 3<D^Sttft«»ai, «a.tf¥ML v>^H-;k ^K^lt t Kp^>?o t°;Hz 
;i,n-* s mH4Hr^p— ^>^>. ?K>;tf-;nfn'j K>. >$WB877U5 > 

13 
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nmm. mm\. ^mu muw*i$mLx^x*,^ 0 
mtf&Zo zo&vtt&mmts sscu^nbak mmm. m^m. lutsak »wm. 

;U7;UP— ;K -tz^JlsTJ^—Jl. 7^p-7^p=T— ;u % -tzX4n*b'C>B£7;H:$> 

a*. #fgejHb^<z) 1 avft-zmit. mn&s-aM'&s &m%tzymo. o o 1 & 

^Omg/kgs #*L<f*0. 0 1~3 0mg/kg^ &4$*l51§£s ft 

m^tzvmo. 0001^^1 omg/k g35<-t*i^*iaa-efcy, zti*i b naiT* 
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2 0%, $?£L< 1*0. 0 1-1 0%££frWB£iJ##3;LL\ 1 B 1 -tfciaU 

ACV S VCV, FCV, ^>v^Pe;U(PCV), t*^^e>(ara-AK BVDU(? P^fc*-;U 

##0|J1 : 7-'J>© dmf »*izft»*u^Afci^;b ?n^7-feir-h£an 

££$XBEB£L&£Ji&lfc£#fc. C*l*$nn*;i,AI::»»U TEA, 4-7 

;bta/<>^^P7-f Ka^^^uTsy t°u v>(DMAP)£jta;tii#Lfco & 

*lfca±lS«!f '> 'J P 7 X^U [{4-7)1 

* P W ;u) 7 x ^U7 5 y ] 7-tz^f- h (MiAKtt) FAB-MS [(M+H)*] : 

302 o 

##0>J 2-15: 1 £ I^HflC LT mm 3 (CiK-f ##0lJ 2-15 <Dit^^ 

SSi£#]1 : X^;U [U-^u^P'OV-f ;u) 7i^7 5 / ] 7tf-h 
(599mg)<DX$ / -;U(10mL)j#;^lc 1 M*»fc^- H 'J •*A*»»(2.3mL)£miLfc8L 
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- (4-757 7x~;b) ^7 17-^-2-^ 5 > S?fc KP3-^ K(831mg), 
e 'J i? >(0.23mL). HOBt(0.3g), WSC ■ HCI(0.42g) SHj&ia tLMSKT 2 2 ftMfttt L 
fc 0 JsLmmz 1 M*IHb:h h 'J fflftx^u^JnjLfcft, £$Jf£#$L 

fc. MIC, £M£&W&&*-C-»Ls h 'J ^ Atfei, 

*/-;U=97/3) |:IT*«U **fej&tt*S£451mg»fc. Z*l&<7 nnfrJIA-* $ 
/-;K4mL-1mL)IZ}gfi?U 4M&it7m-mm^M0.38mL)%1lQ7Ltz'&* 
M^Lfco »&ftfcafSa£i*/-;i>fr&3M6&LT* N- ({[4- (2-75/ 
f7V*-Ji/-4-'fjW *ju/\VE-f;u] y^-;u) -4-^i/tn-N-7i 

-M>X75 K -mmm £270mg#*:„ 1 H-NMR(DMSO-d 6 . TMS 

<D#it6<ie-^ <5ppm : 4.67(2H, s), 7.01 -7.40(1 OH, m), 7.69-7.77(4H, m), 
1 0.50(1 H,s) 0 

SH6«1~1 4 : (Kifflfli t^ttfzLr, iiei4~5i;^ 4<Z) 

a+0)l»#l*, Ref:##0>J; Ex:$WJ; StrftftA; Sal : tt ; Dat : 
ttSfc^tttttt {F+ : FAB-MS [(M+H)*] ; N1 : 1H-NMR(DMSO-d 6> TMS Afllfl$) 
<D*H&»t?-$$ppm} 
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Dat | 


Ref 


Str 
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Et0 2 C^N'Y V l 4 0 


F+:396 
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0 

EtO C^N' jl ^\- 0 
Me-tjVMe 0 


F+: 368 


10 


0 

EtOOC^N'V^i 
OMe 


F+:345 


4 


O 

' Oc Me 0 


F+: 368 


11 


o 

S^r Me 0 

Br 


F+: 432 


5 


Et0 2 cVX> 
Me 


F+: 368 


12 


O 

Et0 2 C^N JL O S ;0 


F+: 368 


6 


O 


F+: 368 


13 


o 


F+: 360 


7 


O 
Me 


F+: 382 


14 


0 

HOOC^N^V^ o 


F+: 354 


8 


0 


F+: 355 


15 


o 

hooc^n- j 'y^i 


F+: 327 
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Ex 


Str 


Sal 


Dat 


1 




HCI 


F+: 541 

N1: 2.0-2.1(4H, m), 2.74(1H, m), 2.93.0(4H, 
m), 4.45(2H, s), 7.10(1H, s), 7.48(1H, del), 
7.53(1H, d), 7.68(4H, m), 7.88(1H, d), 8.01( 
1H d} 811MH d^ 10 37MH 


2 




HCI 


F+: 513 

N1: 1.82-1.94 (2H, m), 1.96-2.18 (2H, m), 2.1 
4 (6HX0.15, s), 2.25-2.43 (1H, m), 2.33 (6 
HxO.85, s), 2.91-3.38 (4H, m), 4.21 (2Hx 
0.85, s), 4.54 (2HX0.15, s), 7.05-7.26 (4H, 
m), 7.65-7.76 (4H, m), 10.35 (1HX0.85, s 


3 


Br 


HCI 


F+: 577 

N1: 1.84-2.19 (4H, m), 2.24 (3H, s), 2.46 (1 
H> m), 2.88-3.36 (4H, m), 3.91 (1Hx0.9, d 
), 4.28 (1HX0.1, d), 4.71 (1Hx0.9, d), 4.8 
6 (1HX0.1, d). 7.06 (1HX0.1, s), 7.09 (1H 
xO.9, s), 7.38-7.53 (2H, m), 7.62-7.75 (5H, 
m), 10.36 (1HX0.9, s), 10.59 (1HX0.1, s) 


4 




HCI 


F+: 513 

N1: 1.83-2.84 (7H, m), 2.31 (3H, s), 2.45 (1 
H, m), 2.86 (1H, m), 2.96-3.12 (3H, m), 3.8 
7 (1H, d), 4.73 (1H, d), 7.11 (1H, s), 7.16- 
7.25 (2H, m), 7.34 (1H, m), 7.65-7.75 (4H, 
m), 10.36 (1H, s) 


5 




HCI 


F+: 513 

N1: 1.81-2.35 (10H, m), 2.46 (1H, m), 2.91 ( 
1H, m), 2.97-3.12 (3H, m), 3.87 (1H, d), 4. 
70 (1H, d), 7.09 (1H, s), 7.14 (1H, d), 7.27 
(1H, d), 7.31 (1H, s), 7.63-7.76 (4H, m), 1 
0.33 (1H, s) 


6 


V 

Me 


HCI 


F+: 513 

N1: 1.83-2.18 (4H, m), 2.21 (3H, s), 2.30 (3 
H, s), 2.46 (1H, m), 2.89 (1H, m), 2.96-3.1 
0 (3H, m), 3.84 (1H, d), 4.73 (1H, d), 7.07- 
7.14 (2H, m), 720 (1H, s), 7.37 (1H, d), 7. 
64-7.76 (4H, m), 10.33 (1H, s) 


7 




HCI 


F+: 513 

N1: 1.95-2.15(4H, m), 2.30(6H, s), 2.73(1H, 
m), 2.40-2.65(4H, m), 4.20(2H, br), 4.34(2H 
, s), 7.03(1H, s), 7.07(2H, s), 7.08(1H, s), 7 
.67(2H, d), 7.71 (2H, d), 8.49(1 H, br), 10.30( 
1H,s) 
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^5 



Fy 

L.A 


<itr 

OLI 


Sal 


riat 


8 




HCI 


F+: 555 

N1: 2.01-2.19(4H, m), 2.41 (3H, s), 2.75(1 H, 
m), 2.90-3.15(4H, m), 3.60(3H, br), 4.45( 
2H, s), 7.07(1H, s), 7.48(1H, dd), 7.51(1H 
, s), 7.68(2H, a), 7.71 (2H, a), 7.86(1 H, a), 
8.06(1H, d) 10.32(1H, d) 


9 


H^-f J Me-^S-Me 0 
Me 


HCI 


F+: 527 

N1: 1.82-1.92 (2H, m), 1.96-2.09 (2H, m), 2 
.41 (1H, m), 2.96-3.08 (4H, m), 4.17 (2H, 
s), 7.01 (2H, s), 7.08 (1H, s), 7.64-7.74 

/Alt \ j f\ r\r\ t A 1 1 _\ 

(4H, m), 10.29 (1H, s) 


10 


H °^ 


HCI 


F+: 500 

N1: 1.20-1 .36(2H, m), 1.54-1 .72(4H, m), 1.7 
4-1.84(2H I m), 2.22-2.36(1 H, m), 2.96(1 H, 
t), 4.42(2H, s), 7.04(1H, d), 7.08(1H, s), 
7.43(1H, dd), 7.64-7.74(5H, m), 7.79(1H, 
d), 8.08(1H, d), 10.32(1H, s) 


11 


H °_ 


HCI 


F+: 500 

N1: 1.10-1.25(2H, m), 1.36-1.50(2H, m), 1.6 
5-1.75(2H, m), 1.86-1.97(2H, m), 2.20-2.3 
1(1H, m), 2.55-2.70(1H, m), 4.41(2H, s), 
7.02-7.06(1 H, m), 7.09(1 H, s), 7.42(1 H, 
dd), 7.64-7.73(5H, m), 7.78(1 H, d), 8.09(1 

1 1 _J\ A r\ O A t A 1 1 _A 

H, d), 10.31 (1H, s) 


12 


„ja B o5o.o 


HCI 


F+: 527 

N1: 1.05(0.51H, t), 1.19(2.49H, t), 1.81-3.4(1 
1H, m), 2.12(0.51 H, s), 2.33(2.49H, s), 4. 

. 15(0.83H, d), 4.23(0.83H, d), 4.53(0.34H, 
s), 7.06-7.33(4H, m), 7.66-7.75(4H, m), 1 
0.32(0.83H, H), 10.51(0.17H, s) 


13 




HCI 


F+: 533 

N1: 1.91-2.36(4H, m), 2.04(3Hx1/5, s),2.36- 
2.42(1 H, m), 2.53(3Hx4/5, s), 2.89-3.39(4 
H, m), 3.82(1Hx4/5, s), 4.22(1Hx1/5, d), 
4.66(1Hx4/5, d), 4.92(1Hx1/5, d) 7.09(1H 
x1/5, s), 7.10(1Hx4/5, s), 7.24(1 Hx1/5, m) 
, 7.35-7.40(1H+1Hx4/5, m), 7.46-7.50(1H, 
m), 7.'67-7.74(4H, m), 8.67(2H, br), 10.3 
5(1Hx4/5, s), 10.55(1Hx1/5, s) 


14 


H 0 
OMe 


HCI 


F+: 490 

KM* A <40 A Cn/OLI i»\ A C A A "7 A /OLI «__\ A rt 

N1: 1.13-1.50(3H, m), 1.54-1.74(31-1, m), 1.8 
1(1H, dd), 1.95(1H, dd), 2.20-2.34(1H, m) 
, 2.59-2.70(0.5H, m), 2.96-3.04(0.5H, m), 
3.77(1.5H, S), 3.78(1.5H, s), 4.34(1H, s), 
4.35(1H, s), 6.96-7.04(2H, m), 7.10(0.5H, 
s), 7.11(0.5H, s), 7.35-7.43(2H, m), 7.64-7 
.75(4H, m), 1 0.33(1 H, br s) 
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New 2-amino-4-phenylthiazole derivatives are antiviral agents especially 
active against herpesvirus infections. 
B02 B03 
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AB WO2003095435 A UPAB; 20040102 

NOVELTY - 2-Amino-4-phenylthiazole derivatives (I) are new. 

DETAILED DESCRIPTION - 2-Amino-4-phenylthiazole derivatives of 
formula (I) and their salts are new. 

A = benzo(b)thiophen-5-yl, phenyl (substituted by 2,6-, 2,3-, 2,4- 
2,5- or 3,5-dimethyl) , 4-bromo-2-methylphenyl , 3-methyl-benzo(b)thiophen-5 
yl, 2,4,6-trimethylphenyl, 2-ethyl-6-methylphenyl or 2-chloro-6- 
methylphenyl and R = 1 , l-dioxo-tetrahydrothiopyran-4-yl; or 

A = 4-methoxyphenyl and R = 4-cyanocyclohexyl; or 



A = benzofuran-4-yl and R = cis or trans 4-cyanocyclohexyl. 
ACTIVITY - Virucide. 

In assays using HEF cells N- ( ( (4- (2-aminothiazol-4- 
yl ) phenyl ) carbamoyl ) methyl f-N- ben zo ( b ) thiophen- 5 -yltetrahydro- 2H- thiopyran- 
4-carboxamide 1,1-dioxide hydrochloride (la) had EC50 for inhibiting 
activity of varicella- zoster virus of 0.025 micro M compared to 4.3 micro 
M for acyclovir. 

MECHANISM OF ACTION - None given. 

USE - As antiviral agents especially active against herpesvirus 
infections such as varicella zoster and herpes simplex I and II virus. 

ADVANTAGE - Strongly inhibitory of viral activity. 
Dwg.0/0 
FS CP I 

FA AB; GI; DCN 

MC CPI: B06-A01; B06-B01; B07-B02; B07-F01; B14-A02 



